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I have Sub-titled this article Erythema Bullosum Malignans because of the
severe sudden onset, serious constitutional symptoms, and grave sequelae—
blindness and death ensued in a certain number of the patients. The disease is
reported in dermatologic literature under numerous titles all of which fall short
of indicating the true nature of this dermatosis, such as erythema exudativum
multiforme, (Von Hebra) (1) and eetodermosis erosiva pluriorificialis, (Klauder)
(2) and in pediatric journals by Stevens and Johnson as a new eruptive fever
associated with stomatitis and ophthalmia (3) and by Leopold as febrile type
of erythema multiforme (4). A related disease was reported by Osler under
the title "On the Visceral Manifestations of the Erythema Group of Skin Dis-
eases" (5) and under other titles (6, 7, 8, 9, 10). Bailey, an opthalmologist,
reported this disease as lesions of the cornea and conjunetiva in erythema
exudativum multiforme (11).
Patients suffering from this disease have been referred by physicians in
private practice and from various services in general hospitals to hospitals such
as Willard Parker Hospital for Contagious Diseases because they thought that
these patients had an acute contagious disease as suggested by the grave con-
stitutional symptoms of headache, hyperpyrexia, rapid weak pulse, rapid
respirations, prostration, extensive severe eruption, orificial mucous membrane
involvement, joint pains, etc.
Incidence. The exact incidence of acute erythema bullosum of the grave
type is difficult to determine. Between the years 1932 and 1946, thirty-three
eases, the majority of which I observed and treated, have been recovered from
the files at Willard Parker Hospital from among approximately 75,000 patients
admitted for various contagious diseases. About two thirds of the patients
were seen during the winter and spring. The most typical of these thirty-three
eases, seventeen in number, are reported here. Three of the seventeen eases
were negroes, the admissions of the negroes at the hospital being nearly twenty
per cent. Fourteen patients were male, three were female. There were seven
children and ten adults. Three patients died, a man aged 64, another man
aged 36, and a boy aged 7, a mortality rate of about eighteen per cent. Detailed
postmortem investigation can be found under Case 1. 1 believe that Cases
3 and 17 would have died if it had not been for penicillin therapy.
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The possibly causative, but more probably coincidental, factors, included
drugs such as acetphenetidin, sulfathiazole, chloral hydrate, belladonna, and
luminal. A history of injection of respiratory vaccine and small pox vaccination
was given in several cases. All of the aforementioned were administered after
the onset of the disease. The occurrence of the dermatosis in t\vo cases ten
days after vaccination is more than a coincidence, and suggests possible virus
causation.
All cases of the mild type of erythema multiforme without mucous membrane
lesions or with mucous membrane lesions alone, have been omitted from this
report. Most physicians are familiar with the mild type, and it is not infre-
quently encountered by the dermatologist in office and clinic practice.
The type of erythema multiforme exudativum which I wish to present is the
acute, severe, bullous, malignant type, affecting the skin and orificial mucous
membranes. I suggest the title erythema bullosum malignans for this disease
because all of the symptoms of the mild type of erythema multiforme are greatly
intensified and the prognosis is grave. The patient suffering from this disease
is acutely and desperately ill. A history given by him or one of his relatives
will indicate that he was in good health until he suddenly became ill with symp-
toms which were thought to be due to a cold, sore throat, or la grippe. This
was soon followed by chills, a rapidly increasing fever, and alarming constitu-
tional symptoms. The patient is usually admitted to a hospital for contagious
diseases in a serious, prostrated condition. The orificial mucous membranes
become involved with vesiculo-bullous lesions about the same time as various
sized edematous blotches of erythema occur on the skin. Within a short period,
these areas of erythema are covered by vesicles which enlarge or coalesce to
form hullae, rupturing spontaneously within a few days and producing extensive
bright red areas of denudation, especially around the mouth, eyes, nose, anus,
and genitals. The eruption is most intense on the face, neck and ears, on the
chest and upper part of the back, the extensor surfaces of the extremities, and
the dorsal aspect of the hands and feet, the scalp being spared. Nikolsky's
sign is present. The orificial mucous membranes become soggy, edematous,
and thickened. There is extensive denudation, and in the severe eases, ulcera-
tion ensues, accompanied by foul breath, noisy, difficult breathing, painful
mastication and deglutition. The hulbar and palpebral eonjunetivae are
suffused and edematous, and the eyelids are swollen and stuck together by
crusted greenish yellow purulent exudate. Erosions, ulcerations, and scarring
especially of the cornea and symblepharon follow, interfering with, or causing
permanent partial or complete loss of, vision.
Cutaneous manifestations. The skin in all these patients was covered with
vesieles of various sizes and flaccid bullae, on a background of large macular
and maeulopapular erythema. The erythema in most eases was generalized
and in several eases, was universal. Occasionally, the bullae became pustular
hut this was not a frequent feature of the eruption. When it did occur it was
usually caused by superimposed infection on crusted ruptured bullae. Some
patients had purpurie lesions, and in a number, expecially the fatal cases, large
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hemorrhagic bullae were common on thc wcight hearing surface of the soles.
The number, size; and coalesccncc of the bullae indicated the severity of the
disease and the constitutional reaction. Tn a number of the patients vesicles
and hullae continued to appear for a week after the onset af the illness. En-
largement of the lymph nodes of the cervical region was observed in nearly
every patient. In the patients who recovered, mottled hypopigmentation,
hyperpigmentation producing a piebald appearance, and cicatrices occasionally
containing milia, were present. Later, therc was exfoliation of the nails, and
diffuse falling of the hair.
3[ueous membrane isioas. Lesions of the mucous membranes began as
erythema and edema which were followed by vesicles and bullae but were
Fin. 1. Case 17. Note involvement of eyes, denudation of cheeks, lips covered with
hloody crusts; vesieles, flaccid bullae and hemorrhagic lesions on torso. Photograph
taken on 6th day after onset of illness.
seldom seen as such because they were thin-walled, and ruptured easily. Ten-
(icr, dirty grayish white, irregular, extensive patches followed. They were
bordered by necrotic stringy, loose, pellicle-hke, fringes. rihe eroded surfaces
were covered with blood and crusts. Frequently the involvement was deep
enough to cause ulcerations covered by pseudomembranes. f he mucous
membranes of the palpchral and hulbar conjunctivae, the lips, oral cavity,
and genitals were involved in every case. The palpebral and bulbar conjuncti-
vae were congested, edematous and glistening, causing pain, burning, photo-
phobia and lacrimination, necessitating the instillation of mydriaties, anodvne,
and antiseptic solutions. The lids were glued together by sticky seropurulent
discharge and it was difficult to force the eyelids open for inspection or the
instillation of medicaments. The mucous membranes of the nose, pharynx,
tonsils, larynx, trachea, and bronchi, were frequently included in the inflamma-
130 THE JOURNAL OF INVESTIGATIVE DERMATOLOGY
tory process. The mucosae of the stomach, duodenum, jejunum, ileum, and
rectum, were congested and in some instances were devoid of epithelium. In
Patient 1 (see table 1) the intestine showed an intussusception about 4—5 cm.
long in the distal part of the jejunum which was probably a terminal feature.
The lesions of the mucous membranes differed from the cutaneous manifesta-
tions in that they caused greater discomfort, lasted longer, and were more
destructive. The cutaneous and mucous membrane lesions lasted on an average
Fin. 2. CASE 1
Note extensive denudation of the skin covering the face, neck, chest and arms.
of three and a half weeks in nine patients and from four to seven weeks in eight
patients.
Visceral. In addition to the pulmonary involvement which was commonly
encountered, two patients vomited blood in the first days of their illness, and t\vo
patients had tarry stools. Albumin, erythrocytes, leucocytes, and casts were
commonly found in the urine of these patients.
Constitutional symptoms. The symptoms common to these grave cases were
extensive severe eruption of the skin previously described, 'splitting headache,"
4"
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chills, high fever, restlessness, delirium, prostration, muscle tremors, pains
in the muscles and joints, anorexia, vomiting, difficult mastication, painful
deglutition, excessive salivation, great mental and physical distress, and eventual
coma in the fatal cases. About seventy per cent of the eases had involvement
of the respiratory tract with fetid bronchitis and severe painful cough accom-
panied by tenacious, greenish, mucopurulent difficult expectoration. The
average temperature was between 10 1—I 05°F., and lasted about two weeks.
FIG. 3. CASE 1
Note Positive Nikoisky sign and flaccid bullac.
In all the grave cases and especially in those who expired, the temperature was
above 103°F. and in two patients it reached 107°F. before circulatory collapse
and death ensured.
Complications. Bronchopneumonia occurred in nine patients, one had
uremia, four developed corneal ulcers, one of these patients a young woman
(Case 3) who developed total permanent loss of vision in the right eye and
partial permanent loss of vision in the left eye, also had cicatrizing stenosis of
the vagina. One patient (Case 4) developed a carbuncle on each forearm, another
patient (Case 0) developed furunculosis of the scalp.
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TABLE 1
CASE AGE SEX DIAGNOSIS OF LEUCOCYTE DURATION MODE OF ONSET OUTCOSIENO. REFERRING FIIY5ICIFN COUNT
1*t 36 M La Grippe 4,851) 6 (lays Respiratory Death,
autopsy
2 7 M Erythema bul- 8,000 3 days Febrile, mu- Death,
losum, pem- eocutaneous autopsy
plugus,
'vincent's
angina
3* 25 F Measles, hay 9,400 7 weeks Sore throat Blindness in
lever, eoryza 8,000 right eye,
7,100 partial per-
marsent
blindness
lelt eye,
F stenosis ol
vagina.
Treated
with jeni-
cillin (1944)
4 36 M \'ariola 11,1)1)1) 31, weeks Sore throat Recovered
7,300
8,300
5 39 i\1 1\leasles, 7,650 5 \veeks Respiratory Recovered
plleumouia
6 14 mo. M Measles, 12,800 3 weeks Respiratory Recovered
vaceinia
7 15 F Varicella 14,200 3 weeks 1"ehrile, Recovered
cut a oe ou 5
8 32 M Agranuloeytie 8,000 4 weeks Sore throat, Recovered
angina, cutaneous
varicella
F M Diphtheria 13,1101) 3 weeks Fekrile, sore Recovered
throat
10 3 1\1 Varicella 9,300 5 weeks CutaDeous Recovered
6,201) I
11 9 i\I Varicella, 7,000 4 weeks Respiratory Recovered
herpes lahi- 11,600
alis, peniphi- 10,100
gus
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TABLE 1—Continued
12
AGE
10
SEX
M
REFERRING PHYSICIAN
ILEUCOCYTE
Impetigo bul- 11,400
losa, meningi- 9,350
tis 9,300
DIJEATION
3 weeks
MODE OF ONSET
Febrile,
cutaneous
OUTCOME
Recovered
13
14
25
17
M
M
Scarlet fever
Pemphigus
12,000
7,000
2lweekst
4 weeks
Cutaneous
Sore throat
Recovered
Recovered
15 64 M Erythema
multiforme
7,300 3 weeks Cutaneous Death
16 2 F Varicella 7,100 4 weeks Febrille,
cutaneous
Recovered
Recovered,
treated with
penicillin
17*f 10 M Varicella 4,500 4 weeks Febrile,
cutaneous
* Complete report in article.
f Photograph.
Laboratory findings. In our present state of knowledge, there are no tests
which aid in the confirmation of the diagnosis of this disease, although a low or
normal leucocyte count is suggestive. Smears and cultures of the cutaneous
and mucous membranes were not helpful. No virus investigations were per-
formed though I believe that the cause of this disease will eventually be proved
to be a virus. Cultures of the bullous fluid showed diphtheroicls, Bacillus
pyocyaneus, and hemolytic streptococci. Staphylococcus aureus, Staphy-
lococcus albus and Streptococcus viridans were found from cultures from the
eyes, as well as hemolytic streptococcus and Bacillus pyocyaneus. Most of
the nose, throat, and mouth cultures contained Staphylococcus aureus and
albus, Streptococcus viridans, diphtheroids, and hemolytic streptococcus. Four
of the five mouth smears and four of the six throat smears were positive for
Vincent's fusiform bacilli. The Wassermann reaction of the blood was negative
in all cases. Over half of the patients had blood culture examinations, all of
which were negative. The leucocyte count was 11,000 or above in only seven
patients, namely, 14,200, 13,000, 12,800, 12,000, 11,600, 11,400 and 11,000.
The patients who died had low leucocyte counts as follows, 4,850, 7,300, and
8,000. Two patients who were extremely ill and probably saved by penicillin
had leucocyte counts of 7,100 and 4,500. Severe urinary changes were observed
at the onset in those patients who were gravely ill or who later succumbed.
Six of the patients had albumin, leucocytes, and erythrocytes in the urine, a
few had granular casts.
Pathology. For pathologic studies of the skin and viscera, sec necropsy report
following case 1.
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Treatment. There is no specific therapy for this disease. Treatment was
symptomatic, in most eases consisting of forced fluids by mouth, augmented
by intravenous infusions of five per cent glucose in normal saline solution.
Whole and eitrated blood transfusions and plasma 250 cc. to 500 cc. were ad-
ministered from time to time to combat toxemia. Since these patients were
restless and at times delirious, it was necessary to administer sedative drugs
such as sodium luminal by injection, phenobarbital, sodium amytal, nembutal
and sodium bromide. Antipyretic drugs were administered when cool wet
sponging of the body did not reduce the hyperpyrexia. Sulfathiazole and
sulfapyridine were administered mainly to combat secondary infection of the
FIG. 4. Bioes OF SKIN. CASE 1. LoW POWER
Note empty spaces beneath basal cell layer, lifting catire epithelium from corium in
a flat vesiclc, containing some protein material and a few polymorphonuclcar Icucocytes.
There is disintegration of the basal cell layer.
eyes, skin and mucous membranes. As stated before, penicillin was administered
to two extremely ill patients both of whom would have died, I believe, if they
had not received it. In one of the patients (Case 3) it was administered in
inadequate doses because it was almost impossible to obtain it at that time,
for the treatment of this disease (April, 1944). The second patient, a boy of
ten years of age (Case 17) received 50,000 units of penicillin every three hours.
Penicillin has probably no direct effect on the causative organism of this disease
but it served to control secondary infection of the skin and mucous membranes,
especially those of the respiratory system. Convalescent scarlet fever serum,
concentrated horse serum, and normal immune serum were administered to
several patients with questionable benefit.
N
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The patient discussed under Case 3 was placed in an oxygen tent because
she developed bronehopneumonia and had severe dyspnoea.
The most efficient local treatment of the severe cutaneous manifestations
consisted of wet saline, boric acid, lead-free Burow's solution 1:30 compresses
to the eyelids, face, neck, and genitals. Sponges with potassium permanganate
1:20,000 helped to control exudation and infection. Sterile vaselinized gauze
FIG. 5. Btosv OF CASE 1. Hion PowER
Covering of vesicles consisted of widely separated necrotic epithelial cells held togctbcr
by the solid cornified layer. The corium contains thrombosed veins. The blood ycssels
are surrounded by a sinai! number of lymphocytes. The collagenous stroma was decidedly
edematous showing swelling and fusion of the fibres.
was also applied to large denuded areas to soften the crusts, to protect and to
support the skin, and thereby diminish exudation.
\Titamins were administered intravenously to a number of the patients, as-
corbic acid 500 mg. daily, vitamin B complex every other day, and thiamin
chloride. Pan-vitamin preparations were given orally.
The eyes were irrigated with normal saline every three hours, day and night,
followed by the removal of stringy exudate and the separation of adhesions
between the bulbar and palpebral conjunctivae with sterile applicators. Con-
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tact lenses were inserted in one case. I am inclined to doubt their efficacy
in preventing the formation of adhesions. Instillations of atropine sulphate
0.5 per cent and homatropine two per cent were used to dilate the pupils. Di-
luted sodium perborate solution was used as a mouth wash and two per cent
gentian violet was applied to the mouth lesions.
A high protein, high caloric diet was given as soon as the pain of mastication
and deglutition disappeared. Amigen by mouth was of value.
CASE REPORTS
Case 1. J. E. a white man aged 36 years, a machinist's helper in a New Jersey shipyard
was admitted te Willard Parker Hespital for Centagions Diseases in New York City on
Feb. 6, 1943. He stated that oa Feb. 2, he developed chills, cough, expectoration, fever,
and pain in the back. On Feb. 4, be expectorated brownish mucoid sputum. At this time,
an eruption appeared on his face and became generalized within twenty-four hours. On
the day of admission, the patient was acutely and extremely ill. He had a polymorphous
papulovesicular eruption on his face with a background of erythema and edema. Many of
the match head to pea sized macules and papulovesicles had coalesced, to form large red
denuded patches on the face, chest, abdomen and hack. Large tense bullae and smaller
flaccid bullne had formed on the sides of the neck, axillae, groins, and genitals. The penis,
scrotum and left areola were denuded of skin and mucous membrane. The vermillion
border of the lips, the scrotum, and the penis, were dry, fissured and were covered with
thick crusts. The oral mucosa was congested, and edematous, as it was peeled off it left
denuded bleeding surfaces. The gingivae were swollen, excoriated, denuded and bleed-
ing. Purulent material could easily be expressed from the gingivae.
There were depressed breath sounds over both lung fields. On admission, the tempera-
ture was 105°F. The patient was restless, delirious, and irrational. Large partially
hemorrhagic bullae appeared on the face, hands, trunk, and soles. After they ruptured,
large denuded areas were exposed. There was intense edema and denudation of the mu-
cous membranes of the eyeball and the eyelids. A thick crusted purulent material had
glued the eyelids together.
On the back over an area measuring 12" x 8" there was a sharply circumscribed area
where the eruption appeared to have been more intense and of longer duration than else-
where on the body. This was the site of the application of a medicated kidney plaster
which he had applied for the relief of pain.
The patient's temperature ranged between 102°F. and 105°F. and his pulse rate was
between 90 and 136 per minute. His respirations were 70 per minute.
The Wasscrmnnn reaction of the blood was negative. Urinalysis Feb. 7, 1943 showed
four plus albumin.
Leucocyte count 4,850
Neutrophiles 85
Bands 17 stabs
Segmented 65
Eosinophiles 1
Lymphocytes 12
Monocytes 4
Treatment consisted of boric acid compresses, potassium permanganate solution mouth
washes, blood transfusions and intravenous infusion of 5% glucose. Ophthalmologic
care is written in text.
The patient expired on Feb. 8, 1943 from overwhelming toxemia and cardiac collapse.
Pestrnortem findings. Dr. Vera B. Dolgopol
Both conjunctival sacs were completely denuded of epithelium. There were unruptured
bullae 4—5 cm. in diameter on the skin of the back, on the right palm, and toes. The con-
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tents of the bullae consisted of thin, turbid, blood-tinged fluid. Many bullae had ruptured
leaving a bright red area denuded of epidermis. Such sharply defined lesions were present
in the back of the nose, on both cheeks, eyelids, on the lower jaw, on the neck, laterally and
posteriorly, on both shoulders, over the sternum, on the arms, and the left tibia. Both
soles were completely denuded of epidermis and were dull red in color. The remaining
parts of the trunk and limbs showed innumerable small light brown papules measuring
3—8 mm. The scalp was free from eruption. The skin of the penis at its tip was covered
with a dark brown red crust.
The intestine showed an intussusception about 4-5 cm. long in the distal part of the
jejunum. The intestines were congested.
Pericardial cavity was filled with blood-tinged fluid. The right ventricle was flabby and
the myocardium was flabby.
Pleural cavity: The left and right lower lobes were firm to the touch. On section, the
surface of both lower lobes appeared dull and dark red in color. Some of the lobules ap-
peared grayish. The upper lobes had numerous areas of patchy consolidated lung tissue.
The mucosa of the bronchial tubes was deeply congested.
Mouth—pharynx: The tongue was greenish gray in color The musculature of the
palate, pharynx, and the epiglottis were grayish in color. All these organs had a fetid
odor.
The tonsils were a greenish necrotizing mass.
The lymph nodes of the neck were congested and swollen to the size of lima beans on the
right side.
Liver, 2,220 grams. The cut surface showed congestion. The pareuchyma bulged
over the capsule and was friable.
The spleen was large and soft, dark red in color. Some Malpighian bodies were visible
within the pulp and the cut surface. The pulp was very soft, scraped in large strips.
Kidneys were congested. The cortex was wide, the pelvis appeared normal. The cut
surface bulged over the capsule. The capsules did not strip easily, some kidney substance
adhered to them after stripping.
Adrenals were deep red in color.
Intestines. The mucosa of almost the entire lower jejunum and ileum was congested
and reddened.
Brain. The vessels were bright red in color and congested. The convolutions were
somewhat flattened. The sinuses contained some noncoagulated blood.
Microscopic examination. Skin: Sections from areas which were devoid of grossly visible
vesicles but apparently rough, show hyperkeratosis, splitting of the cornified layer with the
formation of a vesicle was observed in some places. In others, empty spaces appeared
beneath the basal cell layer and lifted the entire epithelium in a flat vesicle containing
some protein material and a few polymorphonuclear leucocytes. The covering of the
vesicles consisted of wide separated necrotic epithelial cells held together by the outermost
solid cornified layer. The corium contained a number of small veins some of which were
thrombosed. The blood vessels were surrounded by a small number of mononuclear
leucocytes, predominantly lymphocytes. The collagenous stroma was decidedly edema-
tous and showed swelling and fusion of the fibres, sometimes with areas of granular dis-
integration. In the areas of large bullae with denudation, the denuded areas showed
fusion of collagen into solid masses with some polymorphonuclear leucocytes near the
surface.
Bacteriologic findings. Antemortem
Feb. 6, 1943 Blood culture—no growth.
Feb. 7, 1943 Throat culture—Hemolytic Streptococcus.
Feb. 8, 1943 Agglutinations with antigens were negative.
Typhoid 0 & H.
Parathyphoid A & B
B. Abortus
B. Proteus X-19
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Postmortem—Feb. 9, 1943.
Blister fluid—No growth, no organisms on direct smear.
Pericardial fluid—No growth, no organisms on direct smear.
Left lower lobe—Aerobic and anaerobic cultures—Type 19 Pneumococcus and Staphylo-
coccus aureus.
Right lower lobe—Aerobic and anaerobic cultures—Type 19 Pneumococcus and Staphylo-
coccus aureus.
Larynx—B Coli and Staphylococcus aureus, Type 19 Pneumococcus. Direct smear
showed gram negative rods and gram positive cocci.
Tonsil—B Coli, Staphylococcus aureus and Type 19 Pneumococcus.
Direct smear showed long and short spirilli and fusiform bacilli gram positive cocci.
Staphylococcus aureus reduced crystal violet and fermented mannite; did not hemolyze
or coagulate blood.
Microscopic findings. Heart: The heart showed degeneration of Zenkers type with
areas of fragmentation. There was decided interstitial edema. The coronary arteries of
all calibers showed a concentric narrowing of the lumen through a thickened fairly cellular
intima. Occasional minute areas of fibrosis were present in the myocardium.
Lungs: Sections of both lungs showed severe congestion. Most alveoli were ifiled with
partly coagulated protein material. Some contained partly hemolyzed red cells and some
macrophages with fine brown pigment. Only a small number of alveoli arranged in groups
contained polymorphonuclear cells and fibrin. A great number of cocci were scattered in
many alveoli, sometimes forming large clusters. The bronchi were devoid of epithelium
and were ifiled with protein material, some red cells and a great number of bacteria. A few
arteries contained fibrinous thrombi, partly or completely adherent to intact arterial
wall. Large bronchi showed membrane consisting of fibers and broken up polymorpho-
nuclear leucocytes with clusters of bacteria near the surface, replacing the epithelium.
The membrane was in pieces adhering to the basement membrane. The mucosal stroma
was congested and was inifitrated with monomuclear and a small number of polymorpho-
nuclear leucocytes. In a small denuded area the mucosa showed swelling of the collagen
without any cellular infiltration. Section from another large bronchus showed hemor-
rhagic infiltration of the mucosal stroma.
Larynx—pharynx—tonsil and tongue: There was complete necrosis of the epithelium.
The cells are separated from each other by swollen fibrin, or were fused with fibrin. Occa-
sionally faint outlines of the nuclei could be made out in the necrotic cells. In places a
network of fine fibrin fibres with polymorphonuclear leucocytes and clusters of chain cocci
and diplococci were superimposed on the necrotic layer. The underlying mucosal stroma
is greatly congested and edematous and shows a mononuclear infiltration of the stroma.
Submaxillary node: shows no pathologic changes.
Lymphoid tissue (lymph nodes—tonsil): a number of follicles showed epithelioid centers.
The marginal sinuses of the lymph nodes contained polymorphonuclear leucocytes, serum
and endothelial cells and some red cells. In a large lymph node there is a great proliferation
of endothelial cells within the sinus with occasional initotic figures. The node is decidedly
congested and shows a number of partly thrombosed veins.
Thyroid: Some vesicles are rather large. Nonadherent thrombi are present in several
veins. An artery shows a localized concentric thickening of the intima.
Liver: The epithelium was somewhat cloudy and occasionally contained a few fine fat
vacuoles. Some portal areas showed a slight accumulation of lymphocytes. There is no
widening of the sinusoids.
Spleen: The pulp was greatly congested and shows numerous hemorrhagic areas. The
sinuses, where they can be identified, contained numerous mononuclear cells in the lumen.
The lymphoid follicles are small. The small arteries showed hyalinization of the intima.
Pancreas: was normal.
Adrenals: were congested.
Kidneys: showed extensive severe finely granular degeneration bordering on necrosis.
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There were areas of interstitial edema. Large hyaline casts were present in a number of
collecting tubules. Many small arterioles especially the afferent, show hyalinization of
the walls but only a few obliterated glomeruli are seen. The glomerular tufts were con-
gested. The walls of the capillaries were thick of "wire loop" type but patent and not
fused. Occasionally protein material was present in the glomerular capsule.
Gastro-intestinal canal: There were areas of congestion most evident in the duodenum.
The mucosa showed areas of postmortem autolysis.
Anatomical Diagnoses
1. Erythema bullosum malignans
2. Hemorrhagic pneumonia
3. Necrosis of oropharyngeal and laryngo-tracheobronchial epithelium
4. Degeneration of myocardium—coronary arteriosclerosis
5. Arteriolar sclerosis of kidneys and spleen
6. Toxic Splenitis
7. Albuminous degeneration of liver (slight)
8. Albuminous degeneration of kidneys (severe)
9. Congestion and edema of brain.
Case 3. T. D., a white married woman aged 25 years was admitted to Willard Parker
Hospital for Contagious Diseases on April 28, 1944, with the diagnosis of measles. Her
first symptom was a sore throat which she developed on April 25, 1944. This was followed
by headache, "stuffy nose" and coryza. An eruption appeared on her face the next day
and continued to spread. She stated that for six weeks prior to her admission to the hos-
pital she had been under the care of her family physician for a "nervous condition"—there
was inability to sleep, fatigue and poor appetite. This was accounted for, in part, by the
fact that her husband was a United States Army pilot in Italy. Her physician prescribed
iron pills, calcium tablets, vitamins, liver extract and a prescription for eight ounces of a
tincture of Belladonna and Phenobarbital in a vitamin B complex mixture. Four days
prior to her admission she complained of sneezing and itching of her eyes. The doctor
who was treating her thought that she had an allergic manifestation, and prescribed 8—12
ephedrine and amytal capsules. The following day (third day) she was quite ill with a
widespread vesicular eruption. Physical examination showed a well-developed, well-
nourished female adult, acutely and severely ill, with a temperature of 103°F. There were
diffuse, confluent, papular lesions on the face, neck, trunk and extremities. The lesions
were dull red, fading toward the centre. On the back, chest, neck, ears and back of the
hands there were large confluent and thin-walled flaccid and tense bullae filled with a clear
yellow fluid. The left ear lobe was denuded of skin, leaving a dull red, moist, raw base.
The conjunctivae were red and edematous. The lips, tongue, buccal and pharyngeal
mueosae were thickened, white and necrotic. The pharynx was filled with a mucoserous
secretion. The patient was prostrated and moderately dehydrated. She was given an
infusion of 1,000 cc. of five per cent glucose in saline. On the following day the temperature
was 101°F. The lesions were more confluent and many ruptured bullae were present.
There was difficulty in swallowing. On April 29th she was given a blood transfusion of
250 cc. On the 30th of April the patient was unable to open her eyes, and any attempt
to open them resulted in tearing off the skin from the eyelids. The nose was obstructed
and the mouth and tongue necrotic and edematous. There was a universal erythema and
the epidermis was loose, filled with fluid forming bullae and otherwise peeling off at the
slightest touch. The urine was grossly bloody. Casts and leucocytes were seen micro-
scopically. She coughed up quantities of fairly thick, purulent, mucoid material. Coarse
rales were heard all over the chest. Chemotherapy was begun on April 30th, and con-
centrated horse serum 60 cc. was added to the continuous intravenous drip. A second
transfusion was given consisting of 250 cc. of whole concentrated blood added to the intra-
vanous drip. Penicillin (100,000 units daily) was started on May 1st. She was seen by
Dr. Romaine, an ophthalmologist on the 2nd of May. He noted complete destruction
of the conjunctivae, epithelium, and adhesions had formed between the palpebral and
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bulbar conjunctivae in the lower part of each globe. The epithelium of the corneae was
questionably destroyed. He advised saline irrigations every three to four hours; instilla-
tions of cod liver oil following irrigation and staining of corneae with fluorescin. The
patient was extremely cyanotic on the 3rd of May. By the 4th of May, 400,000 units of
penicillin had been administered. On May 5th decided improvement was noted. She
was alert, responded well, took semi-soft diet, and infusion was discontinued. The bullae
were drying up and the eruption began fading on the trunk and extremities. The adhesions
were separated between the corneae and conjunctivae with sterile applicators. Two per
cent fluorescin was instilled in the eyes. Contact lenses were applied on May 8th and
removed on May 16th. By the fifteenth day, 1,100,000 units of penicillin had been given.
On May 18th there was shedding of five toenails. Examination on May 19th revealed that
the mucous membranes of the eyelids were still congested and there was some discharge
from the conjunctival membranes. There was marked ciliary injection. Corneae showed
loss of epitheliuxa, decided infiltration about the centre of pupils. In the centre of the
corneae there was a small zone of epithelium loss, and there were some dots of infiltration
on the anterior layers of the stroma. Atropine sulphate 0.5 per cent and cod liver oil
were instilled.
On May 31, 1944, the patient had improved remarkably, but she still had a generalized
pruritic papular eruption. Exfoliation of the mucous membrane of the eyes and mouth,
and fingernails and toenails were present. The patient had some vision in the left eye,
was able to count fingers, but had minimal vision in the right eye. I advised that penicillin
therapy be reinstituted, giving the patient 20,000 units every three hours. Another million
units of penicillin was administered before she was discharged. She was also given large
doses of Vitamin C (500 mg.) intravenously daily. Vitamin B complex was administered
intravenously every other day. This was the first patient I had seen suffering from this
overwhelming toxic acute erythema bullosum malignans of this severity who recovered,
in my personal experience at Willard Parker Hospital. I believe that penicillin deserved
the credit, not because of its effect on the primary cause of the infection, but because it
controlled the superimposed secondary infection of the cutaneous envelope as well as the
involvement of the mucous membranes.
The temperature returned to normal on May 23rd and continued so until her discharge
on June 12th to the New York Eye and Ear Infirmary. Her general condition was good.
There were still extensive areas of hypopigmentation and hyperpigmentation. Most of
the fingernails and toenails had either come off, or were loose. The mucous membranes
of the mouth and tongue were still red and thickened. The eyes showed improvement
but eyelids were still edematous. The patient had great difficulty in opening her eyes.
There was a scar over the right cornea and the left cornea seemed to be clearing. The
vision was poor.
The final diagnosis was erythema bullosum malignans of the pluriorificial type.
Blood chemistry:
May 1,1944—N. P. N. 22.7 (20—40) Normal
Albumin 3.54 (4.6/6.7) Normal
Globulin 1.31 (1.3) Normal
Creatinin 1.2
1.5
Total prot. 4.85 grams
Bacteriologic findings:
May 3, 1944—Smears from throat membrane
Direct—Many pus cells-gram positive cocci
Culture—Staphylococcus aureus, Streptococcus viridans fusiformis
May 3, 1944—Vaginal smears—negative
Smears bullae—negative
May 7, 1944—Blood—no growth
May 12, 1944—Right eye—Bacillus pyocyaneus
Left eye—Bacillus pyocyaneus.
ERYTHEMA MIJLTIFORME EXUDATIVUM 141
Blood count:
Erythrocytes Hemoglobin
April 29, 1944 5,000,000 76
May 1, 1944 4,700,000 100
May 13, 1944 4,100,000 90
Leuco- Neutro- Lympiso.
cyes p/sues Eosino. Baso. cyes Monos
April 29, 1944 9,400 69% 1% 24% 6
May 1, 1944 8,000 74% 1% 10% 6
May 13, 1944 7,100 62% 1% 37%
Differential diagnosis. It is difficult to diagnose the dermatosis erythema
bullosum maligilans of the pluriorificial type first because this disease is rare.
Second, the cutaneous manifestations and mucous membrane lesions especially
when they are accompanied by severe constitutional symptoms, are rarely
seen by the physician. Third, the abrupt onset and the immediate turbulent
course which follows, suggest the possibility of one of the acute infectious dis-
eases. In fact, oniy two cases of the total number here reported were admitted
with the diagnosis of erythema multiforme. The diagnoses of the referring
agencies included chicken pox, diphtheria, small pox, Vincent's angina, vaccinia
(two of the patients had been vaccinated recently), scarlet fever, measles, im-
petigo bullosa, and pemphigus vulgaris.
Erythema bullosum malignans was most frequently mistaken for severe
varicella. This erroneous diagnosis is understandable in view of the fact that
varicella has features in common with the dermatosis under discussion. They
are both febrile diseases associated with upper respiratory symptoms and an
eruption consisting of vesicles. In varicella, the lesions occur in crops and are
present in all stages simultaneously as macules, papules, vesicles, pustules,
and crusts. In erythema bullosum malignans on the contrary, there is no
metamorphosis of lesions, the large erythematous blotches occur within twenty-
four hours after the onset of the disease and are surmounted by vesicles and
bullae which coalesce to form large denuded areas, the latter rarely being ob-
served in varicella. There is an early predilection for the extensor surfaces of
the extremities, whereas the lesions of varicella are more frequently seen on
the torso. There is extensive inflammatory bullous involvement of the mucous
membranes of the entire mouth cavity leading to pseudomembranous necrotizing
ulcer formation, whereas but few lesions are seen in the oral cavity in varicella.
The fulminating course of erythema bullosum malignans together with the
purulent conjunctivitis is sufficient to rule out varicella.
Herpes zoster varicelliformis—especially when it is a manifestation of Hodg-
kin's disease or when it is of the ophthalmic type—and extensive Kaposi's van-
celliform eruption, are to be differentiated from erythema bullosum malignans.
They can be excluded for all practical purposes for the same reasons given in
the differential diagnosis of varicella, although it is more difficult to do so.
Because of the profound toxemia which is part of this disease and the fre-
quency of accompanying severe mucous membrane lesions, it must be differen-
tiated from diphtheria. The common features are the lesions of the oral and
nasal mucous membranes and prostration. The necrotic and membranous
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lesions are differentiated by the greyish thick adherent membrane on the tonsil,
pharynx, or palate in diphtheria. It is difficult to peel off and it leaves a bleeding
raw surface. In erythema bullosum malignans the oral and nasal mucous
membranes are extensively involved, forming pseudo-membranes which are
soft and easily peeled off. The mucous membrane of the oral cavity is edema-
tous, congested, and extensively involved. In spite of the fact that the prostra-
tion in both diphtheria and erythema bullosum malignans is great, there is
only moderate elevation of temperature in the former and a turbulent high
febrile course in the latter. Cutaneous manifestations in diphtheria are rare.
The diphtheria bacillus is readily found and there is an immediate favorable re-
sponse to diphtheria antitoxin.
It may be quite difficult to differentiate generalized vaccinia from erythema
bullosum malignans since it also is accompanied by high fever and profound
prostration which may end in death. In vaccinia, there is usually a history
of vaccination of the patient or some member of his family within the preceeding
week or two. As a rule, the patient also has a preexisting dermatosis such as
atopic eczema. The vaccination which is undergoing involution may be present
and several lesions may be observed to have gone through the macular, papular,
umbilicated vesicular, pustular and crusted stages. These are replicas of the
original vaccination, although the stages are accelerated and the lesions are
smaller and less inflammatory because of the degree of immunity which has
been developed. In vaccinia, lesions are rarely present on the mucous mem-
branes. It is to be remembered that patients have developed erythema bul-
losum following vaccination with small pox vaccine and that this eruption may
approximate in severity, that of erythema bullosum malignans. In fact, it
was a possible causative factor in two of the cases reported in this article.
Variola may resemble both erythema bullosum malignans and vaccinia.
The prostration in these three dermatoses is great and in the early stages cli-
nicians may have some difficulty in diagnosis. Variola is differentiated on the
same clinical grounds as vaccinia, in addition to a history of exposure to small
pox in a person who has never been vaccinated or who was vaccinated unsuc-
cessfully.
The dissimilarity between the cutaneous manifestations of erythema bul-
losum malignans and measles, German measles, scarlet fever, meningitis with
cutaneous manifestations, and impetigo bullosa, should be sufficient to exclude
them on clinical grounds alone. In the last named disease there is seldom fever,
the bullae are large, and they do not arise from an erythematous, edematous
base. There are rarely eye and mucous membrane lesions.
The differential diagnosis between pemphigus vulgaris and erythema bullosum
malignans is not difficult. The former is a chronic disease which frequently
occurs in adults of the Jewish race. There is a history of slow onset beginning
with a single bullous lesion in the mouth or on the skin rising from normal epi-
dermis. It is not accompanied by sharp sudden rise of temperature and there
are no severe constitutional symptoms in the beginning. The disease is of long
duration going from one accession of bullae to another, until the patient finally
succumbs after great loss of weight and strength.
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Erythema builosum malignans can be differentiated from epidemolysis bullosa
by the history of presence of the latter disease since birth, and the occurrence of
bullae due to trauma on the elbows, knees, fingers, and soles. Some of the
cicatrices following the lesions are studded with retention keratin cysts or milia.
The disease is incurable and runs an extremely chronic course without febrile
or constitutional symptoms. On histologic examination, there is loss of elastic
tissue.
Dermatitis exfoliativa may be of sudden onset occurring after the ingestion
or parenteral administration of one of the heavy metals such as one of the ar-
senicals or gold sodium thiosulphate. In this disease, the eruption is universal,
erythemato-squamous, fissured, and extremely pruritic. It runs a long course
and the constitutional symptoms and fever though occasionally severe, do not
compare with the fulminating disease erythema bullosum malignans.
In dermatitis herpetiformis, chronicity, grouping of lesions, severe pruritus,
rarity of mucous membrane lesions, and therapeutic response to sulfapyridine,
should serve to differentiate it readily from erythema bullosum malignans.
Behcet's triple syndrome complex which is characterized by apthous ulcers
of the mouth, chancroid-like lesions of the genitalia, and severe eye changes
which occur in succession can be ruled out by the fact that this disease is ex-
tremely chronic, lasting months and years. It is not accompanied by fever or
constitutional symptoms.
Among the drug eruptions, the vesiculobullous eruption caused by the iodides
and phenolphthalein, though simulating the cutaneous manifestations of ery-
thema bullosum malignans, is not usually accompanied by fever or constitutional
reaction.
SUMMARY ANT) CONCLUSIONS
Thirty-three cases of erythema bullosum malignans of the pluriorificial type
occurred at Willard Parker Hospital for Contagious Diseases between 1932
and June 1946. Of the cases selected for study, seventeen are reported in detail,
with one complete postmortem investigation.
The most urgent feature requiring immediate, constant, ophthalmologic
care was the destructive lesions of the corneae and conjunctivae terminating
in grave ocular sequelae—panophthalmitis and blindness. Vaginal and urethral
stenosis occurred in two cases. The mortality rate was eighteen per cent.
An upper respiratory onset occurred in over half the patients. A virus cause
is suspected. Etiologic considerations as to age, sex, color, social position,
and atopy were inconclusive. The relatively large number of patients suffering
from this disease were admitted to Willard Parker Hospital for Contagious
Diseases because of the resemblance of this dermatosis to the acute contagious
disease listed in the chart under diagnosis of referring physician.
The treatment is symptomatic. Penicillin administered to a patient in
April 1944 and later to another patient, aided materially in their recovery.
Recurrence is rare.
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